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An Office Action was mailed in the above-captioned patent applicanon on June 8. 1998. 
Appiicaiii hereby petitions for a three month extension of time, up to December i, 199S, in 
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Assistant Commissioner for Patents 
VVashingion, D,C. 20231 

Dear Sir: 

AMENDMENT AND REMARKS 

Office Action was issued in the above-referenced application oa June S, 199S. 
Both pending claims were rejected. This Amendment and Remarks is hereby submitied ro 
respond to such Ottice Action. Accompanying Uiis i espouse is :i Pciiuon for Extension of 
Time for three months, extending the response date to December S, I99S. Claims 1-2 are 
pending and are rejected. Claim 2 hai been amended, aiid claims 3-21 have been added 
herein. The Applicants respectfully request that the follov-'inj^ amendmenis be entered and 
remarks be considered. 



-AMENDMENT 



In the S pe cificacion 

At page 1, line 6, delete "08/ " and mscn "08/870,930- 



CCRTIF!C:.\. L'U OF MAILING 

1 hcru'ijy ccriity ihul This corrcipondcrxe dcposiccj -.vith :he United Staici Po>ta'! S^rviv? i.> Ufpi class mail m 2n ?nvcli: 

uJs::c>icJ to; Aiaiilani Commirwioticr ol'Patenti. W.-><hinj»,ton. D.C 2023l0tl _l]^C. ^j^. /^/' / ■{' 

S.?r::.:-:c: ^J ffZ' ^ ^ 
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^ & BRATSCHUN FAX NO. 303^4 



At page U line 7, delete under Express Mail L^bel No. EM4321S5S10US''. 

At page 20, line 23, after "SEQ TD NOS:" inseo^-lO-Sb-. 

At page 21. line 7, after "SKQ ID NOS:" insen --h%86-. 

At page 40, liae 26, delete "SHQ ID NO:!" and iiisert -S£Q ID NOS: 1 and 2--. 

At page 40, line 30, delete "ID N0:2" and in^scn -ID N0:3--. 

At page 41 , line 1, delete "ID N0:3" and mseji -ID N0:4-. 

At page 58. line 9, after "StQ ID NOS:" insert -8 and 9- 

At page 58, line 1 1, after "SEQ ID NOS:" insen -5-7-. 

At page 58, line 1 9, after "SEQ ID NO:" inscn -87-. 

At page 58, line 21, after "SEQ ID NO:" insen -^-SS-. 

At page 58, line 27, aflcr "SEQ ID NOS:" insert and 9-. 

Ai page 59. line 6, deletc'^(SEQ ID NOS: )". 

At page 62, lirie^U, after "SEQ ID NO:" insen -8-. 

Please delete Tables 1-4 in their entireT>- and replace ihem with the enclosed Tables 

1-4. 

T]-ie Fitiares 

Please replace Figures 1 A-IE with the enclosed Figures 1 A- IE. 

Tn ihe Claims 

Please amend claim 2 as follows: 



2. (amended) A method for [prolonging the residcn^e-tHmrn^ 
py p>..r^.rnkinetic nropertics of a^Nucleic Acid^^ apphcatior^-^J 
^ J/i) j comprising [at«iehmg] covalenl^^ ^^^^^ ^J^if''^''' "^""'^ 

C \ compound to ^^ucleicApid^i^^ to form a complex c pmprised of -^ . ^s'uclcic Acid 

T in^nr\ nnH n Kon^^^f Wiogcn Ir , Hich Molecular Weight C ompound/fe^-^^' 





Please add the following new claims 3-2 L 




The RNA li«'and to VEGF of claim I wherein said ligand is selected from 



group consisting of the sequences set fonh in Tables 1-4 (SEQ ID NOS: 10-86). 
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4. The RNA ligand of claim 3 wherein said ligand is substaniially 
homologous TO and has substanlially the same abihty to bind VEGF as a hgand selected 
from the group consisting of the sequences set forth in Tables 1*4 (SEQ ID NOS; 10-S6). 

5. The RMA ligand of claim 3 wherein said ligand has substantially the same 
structure and substantially the same ability to bind VEGF as a ligand selected from the 
group consisting of the sequences set forth in Tables 1-4 (SEQ ID NOS: 10-86). 

6. The r!na ligand to VEGF of claim 1 identified according to the method 
comprising: > 

a) contacting a Candidate Mixture of RNA with VEGF, wherein the RNA 
having an increased affinity to VEGF relative to the Candidate Mixture may bo 
partitioned frnm the remainder of the Candidate Mixture; 

b) panitiorung the increased affmit}- RNA from the remainder of the 
Candidate Mixture, and 

c) amplifying the increased affinity RNA to yield a mixture of RNA 
enriched for RNA having an increased affinity for VEGF; whereby RNA Ligands of 
VEGF are identified. ■ 




7. The RNA ligand to VEGF of claim 3 identified according ro the method 
comprising; 

a) contacting a Candidate Mixture of RNA with VEGF, wherein the RNA 
having an increased affinity to VEGF relative to the Candidate Mixture may be 
partitioned from the remainder of the Candidate Mixture; 

b) partitioning the increased afnnity RNA from the remainder of the 
Candidate Mixrure; and 

c) amplifying ihe increased affinity RNA to yield a mixture of RNA 
enriched for RNA having an ii^reased affiniry for VEGF; whereby RNA Ligands of 
VEGF ai'c identified. , 



S. A Complex comprised of the RNA ligand to VEGF of claim 1 and a Non- 

Immimogenic. High Molecular Weight Compound. 

I 



3 
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9. The Complex of Claim S fiirther comprising a Linker beween said ligiind 
and said Non-lmmunogcnic, High Molecular Weight Compound. 

10. The Complex of Claim 8 wherein said Non-Immunogenic, High 
Molecular Weight Compound is a Polyalkyicnc Glycol. 

1 \ . The Complex of claim 10 wherein said Polyatkylene Glycol is 
polyethylene glycol. 

\^ \/ 12. The Complex of claim 1 1 wherein said polyethylene glycol has a 

molecular weight of about b e twc ffl 1 0-80 K^i- 



1 3. The Complex of claim 1 1 wherein said polyethylene glycol has a 
molecular weiglit of about betweeri 20-45 Ka- 

14. The Complex of claim 1 1 wherein said Complex is 



X I 

20KPEG O NH 11 ^.^^^ ^^^^^^ || 5' : 

0 H^^^"^^^"^'^^ 0 P C TUGANO] 

■ H I ' ' 



A 



:!OKpeG — o' 'n, 

H 



Ligand Component = 

fCmGmGrArAfUfCmAmGfUmGmAmAfUmGfCfUfUmAfUmAfCmAfUfCfCmG-3'3'-dT ^» 



4 



/ 
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15. The Complex of claim 1 1 wherein said Complex is 



0 

20KPEG 0 N 0 — P — O [lIGANd] 

u j ^ - ■■ 

Ligand Component - 

fCmGnnGrArAfUfCniAnriGfUmGmAnnAfUmGfCfUfUmAfUniAfCmAfUfCfCnnG-3'3'-dT 
ft/CCr ligand) - C^^<^ ioax?:^). 




16. The method of claim 2 wherein said Non-Immuno^enic, High Molccul^ir 
Weii^ht Compound is a Poiyallc\iene Glycol. 

1 1. The method of claim 16 wherein said Polyalkylene Glycol is polyethylene 

glycol. 

IS. The method of claim 17 wherein said polyethylene glycol has a molecular 
^ wei^it of about between 10-SO Kg(* 

19. The meihod of claim 17 wherein said polyethylene glycol has a molecular 
^ weight of about 20-45 Kd . 



5 
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,0. The n.e.hod of clain, 19 wherein said complex has the Structure 



X \\ 8 5- 3' 

' " o_ 



c 

2 1 . The cotnplex of claim 19 wherein said complex is 



20K PEG 0 




0— p — 0 — (ligand 1 



pFMARKS 

Office Action was issued in the above-refere.iced application on June S. vm. 
Ml exainincd claims were rejected. This Amendment and Remarks has been mad. u. 
respond to such Office Action. Claim 2 is amended and claims 3-21 are added herein. 
Additional amendmems have been made by the Applicant, without suggestion by .he 
Exanuner. but with the same goal in aund. Any amendments that are made thai limit 
scope of the Claims in any way arc done so without prejudice. Claims 3-2 1 are riepencent 
on eitiier claim 1 or cla^m 2 and relate lo embodiments that are clearly supported ,n tne 
specificaiion. 
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N'once to r^n nnlv with Seguc aceRules 

P„„, Applicions e<,m^«.,«Nucl..,ido S.,..ncc Ammo S~,».r..c 

Disclosures on July 7, 19^8. 



Tnformalilies 

The Examiner has objected lo the disclosure because nucleot.dc sequences >n ,hc 
specfKanor,. tables and figures laclc SEQ © NOS. AppUc.us have added the app,opn.o 
SEQ ID NOS to Tables 1-4 and Figures lA-IE and .e submuttng substitute tables .n. 
tl.ures with this document. Furthermore, the speciftcation has been amended to >ncluce 
SEQ ID NOS where appropdate, Applicatns assert that the amendments and the substitute 
ubles -and figures do not add any new matter to the application or affect the claimed 
invention. Withdiav^al of this objection is respectfiiUy requested. 

R gjection s ..n^>.r-,^ i; S C. $ 11 2. secQniLEaragiaph 

Claim 2 is rejected under 35 U.S.C. §112, second paragraph, as bemg mdefimte tor 
failing to particularlv pomt out and di.stinctly claim the subject matter which appUcant 
regards as the invention. The claim has been amended to specifically addres.s points (a), 
(b),and(d). 

With respect to point (c). the Examiner states that the claim is i.tdefmite m reciting 
"uucleic acid ligand" which is a general term lacking definition or specificity. Applicants 
respectfully disagree, AppUeanU wish to direct the Examiner's attemion to page 1 7. lines 
4-26 of the specification where Nucleic Acid Ligand is specifically defined. There is no 
apparent a^nbiguity wl.h respect to the detmition of thi. i.n.. As this tenn has beer: 
dearly defined in the specification, withdrawal of this rejection is respectfully requested. 

Dnijhlf Ps^'^'ino Bpit-crion - ObviousncssTyES 

Claim 1 is provisionally rejected under the judicially created doctrine of 
obviousness-type double pateming as being unpatentable over claims 5-8 and 11-13 ot 
United States Patent Application Ko. 08/447.169 (now United States Patent No. 
5,81 1.533) in view of Toole ci al. iWO 02/14843). In an effort to e.^pedite prosecuii 



mil. 
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Applicants a.e submiuing herewith a Tem.inal Disclaimer that disclauns th. term of the 
pa.:. Issum. on the subject application beyond .he .an of ch. aforementioned pa.em. 
NcXstar PharT,aaceut,cals. Inc.. is the assignee of record of the enure interest ,n bnuea 
States Patent No. 5.81 1 ,533. Thus, NeXstar Pharmaceuticals, Inc. is the ON.T.er or the 
subject appUcauoa and the patent cUed by the Exa:niner. In view of th.s subm.s.on, u .s 
:espectfl-lly requested that the provisional obviousness-type double patentmg rejection be 
withdrawn. 

•Vppliccmts a.ssert that the abovc-capiioned application is in condition for 
allowance. Prompt consideration of this .^endmeni and Remarks is earnestly solicited. 

This constitutes a request for any needed extension of time and an authoiv.anon to 
charoe all fees therefire to Deposit Account No. 22-0277. if not otherwise specifically 
requested. In addition, the undersigned hereby authorizes the charge of any fee created by 
the filing of tills document to Deposit Account No. 22-0277. 

Respectfully submitted. 



Dale: ^.^ftiJ >3</ "^ ^^ ^ t 



aex.iuir*jiex61cip\aiiiendinent.33l/tec wid 




Barry x^'anson 

Reg. No. 33,215 

Swaiison &, Braischun, L.L-C 

S400 E. Prenlicc Avenue, ??20O 

Englewood, CO 80111 

Telephone: (303) 793-3333 
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Tab«c 2. EfTect of truncation on high afnnity binding of VEGF Usands. 

c . Length Kd SEQ 

Ligand i'*^'""^"" (nu) (pM) ID 



NO: 



GACGAUGCGGUACJGAAGAAUUGGAAGCGC 
GACGAUGCGGUAGGAAGAAUUC.GAAGCG 
ACGAUGCGGUAGGAAGAAUUGGAAGCGC 
GCGGUAGGAAGAAUUGGAAGCGC 
CGGUAGGAAGAAUUGGAACCGC 

gguagcaagaauuggaagcgc* 

GUAGGAAGAAQUGGAAGCGC* 

GGCGA^CCGAUGGAAUUUUUGGACGCUCGCC* 
GCG AACCG AUGG A AU U U UUGG ACGCUCGC 
CGAACGGAUCGAAUUUUUGGACGCUCG 
GAACCGAUGG.^^UUUUUGGACGCUC' 

aaccgauggaauuuuuggacgcu* 

ACCGAUGGAAUUUUUGGaCGC* 
CCGGAAUCAGUGAAUGCUUAUACAUCCOr.* 

cggaaucagugaaugcuuauacauccg 

t44b go A AUCAGUG AAUGCUn AU AC AUCC 

t44c GAAUCAGUGAAIJGCUUAUACAUC 
t44d AAUCAGUGA.AUGCUUAUACAU* 
t44e aUCAOUGAAUGCUUAUaCA* 



i22 
t22a 
t22b 
i22c 
i22cl 
t22e 
i22f 

t2 

t23 

i2b 
t2c 
t2d 
i2e 

t44 
i44a 



29 


70 


55 


28 


3000 


56 


— u 


SO 


57 


J.0 


90 


5i^ 


22 


100 


59 


7 \ 


200 


60 




>l00.0O() 


61 


31 


20 


62 


29 


40 


63 


27 


100 


64 


25 


200 


65 


23 


20.noo 


66 


■21 


> 100.000 


67 


29 


10 


6S 


27 


10 


69 


25 


60 


70 


23 


2000 


71 


21 


>100.000 


72 


19 


>ia(),ot)0 


73 
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Table 3. Effect of T-O Me- purine 



substitutions on affinity for VEOF. 



Ligand 



t22OMe(OH-10,12,22) 
t220Me(OH-lO,l2) 
t220Mc (OH- 10.22) 
t220Me (OH- 12,22) 

i2()Mo (OH-6,21) 
l20Me (OH-6) 
i20Me (OH-21) 

l440Mc (OH-5,6) 
i440Me (OH-5) 
t440Me (OH-6) 



Sequence 



GACGAUGCGGUAGGAAGAAUUGGAAGCGC 
GACGAUGCGGUAGGAAGAAUUGGAAGCGC 
GACGAUGCGGiJAGGAAGAAUUGGAAGCGC 
GACGAUGCGGUAGGAAGAAUUGGAAGCGC 

GGCGAACCGAUGGAAUUUUUGGACGCUCGCC 
GGCGAACCGAUGGAAUUUUUGGACGCUCGCC 
GGCGAACCGAUGGAAUUUUTJGGACGCUCGCC 




60 
500 
20,000 



GCGGM^CAGUGAAUGCUUAUACAUCCGC 40 
GCGGAAUCAGUGAAUGCUUAUACAUCCGC > lOO.QOO 
GCGGAAUCAGUGAAUGCUU AUACAUCCGC > lOO.OOO 



78 
79 
80 



82 
83 
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For: 



ASSISAMT COCrtlSSlCNCR FOR PAT£NT5 
UathinGTon. O.C H0231 



JAUJIC ET AL. 
08/a97/iS1 

JULY 21, 19^7 hUaEIC ACID UGANO COwPU^tcS 

VASCUUft ENDOTHELIAL GROUlH FACrOR (VEGF) NULLfelt AL,y 



- S eeen ...... . . .e..ec 

— No Additional fee is reauired. 
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T.C Cc™is.,oner U hereby .u.horized tc ch.^ -^-P^V"-^;^^; '^^ 

■ Any parent' appLU-iiun procc*ii>'^g tec onder S7 CFC l-W. 

Recpec:fuUy iubnUicd, 
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spore- - 




Barry J>s/Sa^son, 333,215 
Syanson & Sratschun, L-L.C. 
B400 E. Prentice Avcnufi 

EnglewLind. CO SOU! 
Telephone: <i03) 7<>3-3333 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



O.wUtc'.CiP 



SHRI.^U- NO 
FILED: 



..\PPLIC\NT: L\NJIC ETAL. ) 

0S/S97 151 ) EXAMINER -.ZITOMER, S. 

) 

JULY 2). 1997 ) .^RTL^T:1807 

) 

TITI E- VASCULAR ) 

HNTDOTHELIAL GROUH-H ) 
FACTOR (VEGF) ) 
NUCLEIC ACID LIG.^ND ) 
COMPLEXES ) 

TERMLNAL DISCLAIMER UNDER 37 CFR §L321(c) 

Assistant Commissioner for Patents 
Washington, D.C 20231 

Dear Sir: 

NeXsiar Phamiaceuiicals, Inc., having a business address of 2S60 Wildcrness^e, Suite 
200, Boulder, CO 80301, is the owner of the entire interest in the instant application, and hereby 
disclaiins, exeepi as provided below, the tenrunal pan of the sianitory term of any patent granted 
on ilie instant application, which would extend beyond the expiration date of the full statutory 
terrn defined hi 35 U.S.C. §§ 154 to 156 and 173, as presemW shortened by any lerminai 
disclaimer, of pnor United States Patent No. 5,811.533, issued September 22. 199S. Th. owner 
hereby agrer.s that aiiy patent so granted on the instant application shall be enforceable only for 

and during such period that it and United States Patent No. 5,81 1 ,533, issued September 22. 

19915, are commonly owned. This agreement nins with any patent granted on the instant 

application and is binding upon the grantee, its successors or assigns. 

In making the above disclaimer, the owner does not disclaim the tenmnal pai of any 

patent granted on the instant application that would extend beyond the expiration date of the full 



37 CFR 1.8 
CERTIFICa Tc of MAltING 



I hereby ccmtV tSu: ihi. .oncipondcnoc is bcmg Uc^.5.tcd ^uh the* UnUcd Su:« P,ojj.l Service c^.u nail .n .n.cIo,c :.J..J:...c^ w 

Aiiistant Cv.mm:siicner Pattnts. Washmsion. D-CT. 202.* Ion ^ fa^l - -f^ // 4^ - 

Signature: _Q^^UL/J-JL(Il 
NaTc. Tt^ E. Critfpino 



If f ii W ''^'^ ^^^^^3. 

FC:117 d7o.O0 CK 



03/11/1999 BDDtHY 00000001 220277 0ftB97351 

01 FC:14A 110.00 CH 

02 FCsll? 870.00 CH 
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staiurory term a.s defined in 35 U.S.C. §§ 154 lo 156 and 173 of United Slates Patent No. 
5,S1 U533, as presently shonened by any terminal disclaimer, in the event that the foregoing 
United Slates Patent: expires for failure to pay a maintenance fee, is held unenforceable, is found 
invalid by a coun of competent jurisdiction, is statutorily disclaimed in whole or terminally 
disclaimed under 37 CFR §1.321, has all claims canceled by re-examinaiion cenificate, is 
reissued, or is in any manner teminated prior to the expiration of its full statutory term as 
presently iihonened by any terminal disclaimer. 
The undersigned is an iittomcy of record. 

The undersigned hereby authorizes the charge of the terminal disclaimer fee of S 11 0.00 
or any deficiency of fees to be charged to Deposit Account No. 22-0277, 

Respectfully submined, 



Date: 



Barry* J. ^W^m^n, ^^33,2 1 5 
Swanson & Bratschun, L.L-C. 
8400 E. Prentice Avenue, Suite 200 
Englewood, CO SOI 11 
(30"3) 793-3333 
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